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|^ (57) Abstract: A method of immunoassay for accurately determining the amount of antigen having a variety of phenotypes. In 
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<"♦") is utilized, comprising regulating the amount of antibody directed against antigen to be added to an assay system and adding a 
OO basic amino acid to the assay system so that the variation of measurement values attributed to phenotype variety can be avoided to 
thereby obtain measurement values highly correlated with those obtained at assaying of antigen of a biological sample with respect 
to molecules thereof. 
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fc*£<a-Lfc#3££r^UTV^ 0 apo(a) * ^ 7 — ^<Okringle4£^IIIt£<£> 

TfttftV^*, apo(a)<^#^*{-#m£#^£s Lp(a)|cS^©7xy ^^/^ 
£q£UTV>5o fllfcfiUtermann, G btt6SS©7xy^'f7 , l^»Jt#Sii 
^§1X^5 (Utermann G. et al. , J Coin Invest 1987; 80: 458-465) „ 

S (Clin Chem 1995; 41:245-255) o y # l^(a) ©SflSfcttatf !J ^ 
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*^^©£l^J;oTSI£tefc^8t#&*fcft5C: t^mmX^ ^fciCurr Card 
iol Rep 1999; l:i05-lll)o 

5£#fr;£iifc 1 

Clin Chem 1995;41:246-255 

Curr Cardiol Rep 1999;1:105-111 

i-^&^*>s f*|g;&#4 , ^#*£#<Ss*nU £ kK:T/V:?~^<D:!«'h£T5: 
[1] tt©7xy ?4y&fc&-tz> v tf^vT^ is (a) <Dttmi7ifc5ij&$:mm 
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[2] ^JPi-a^4^^^^^^H^^^.^*5V^-C0. 16mg/mL^Ji-t? 
fc5[l]<^:£?£> 

c 3 ] &mirz&frm&ftm&ft&j&ft<DRJS&fc*te&\i^xo. i6m g /mL^jio. 2 

3mg/mL^T-e fc 6 [ 2 ] C7)^"^ N 

[4] ^n-rs&g'&T ? y ^*^J!^^:#:^^£:B#©^^^cj3v^Tl5a*% 

K^^^^^fet^^O. 16mg/mL^Ji£&5#£:tt<£>y tf^ci x-Y > (a) i^-T^ 

[ 8 ] ^Pi-5m#:*^^m^#:^^^^^ c t 3 i-*3V^l:0. 16mg/mL.£*_hO. 2 
3m g /mL^T-C'fc -5 [ 7 ] © 7 7 >y ? ttittX, 

[ 9 ] ^intstlttT 5 y ^*^^^;^j^b#os:^^(c:*5vn-ci5S*% 

^_bl7fi*%^TT«fc 5 [ 7 ] *fcte C 8 ] <D 77 y ^ ^^SJt«iffflfttilli:I, 
[1 0] tlttT^ ym^T/^^ = >'T'fe§[7]^b[9]^V^-ftL^(D^7 i y ? 
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3:bV\, U ^■7 P a^-< V(a){^«, F, B, Sl s S2 N S3, S4©6 0©^S^^S 
-rS£fc;5Sfclkjh/rv , '3 (0#ffi0c 57#, 1999#t|flJ^ P 42-44) 0 ittfj© 
^^.M^UtermanfeOO^fe (Utermann, G et al. , Proc. Natl. Acad, Sci, USA 
1989; 86: 4171-4174) lC «fc o T&5£T?# 5„ SP^>> SDS-PAGE&fTV^SJ^Srap 
o-B£S2ili U •ti^J:^}■¥■v^ib*«^*i-^*0/^*v^fco*F, apo-Birl^ 
C^ft^^^^^rB, igV^ft^O^cD^JIIM^Sl, S2, S3*5J:T*S4fc$H5H-5. 
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V> 0 _hlB7 7-y^^*fc-7-©*feStt^ U< »0. 01~ 1 jum-efc«9 > $e>^»* 
b< ISO. 1~ 1 Aimt?fe5o ftfc^O. Ol/znplci^'-efcS £ % JL2>> 

fe^iii:^5i^uT^fc(irn^^m^t?*§ - tit. x v>mwk-tz> - 1 (c £ 

63~1. 150iB#£::fr&U -^tbb&Sepharose CL-4B^<£>77 7 -k^? ffl^^tc? c 
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«\ mn. mftft&mKttvxo.05~o.5MA%b-rzz.k&-v%z>&. o.i~o. 
^m\^mM^^mm^mmm.o5^o.img/mix^^(D^M^Xs *»wm*5 

VN-Cf*^Jfc< fc, 0. 15mg/mL£*_L, 0 * b< ttO. 16mg£Jl±©jiS*C^*0i-So 
7 7^ yfX&mikffifeZ^^^ oWLMfrb, lmg/mL 

*(D»P#£#< LT&J^U 7T ^ ^ ^^Ir^ti^tS ^ # ©ft 7 
JTyfxIgL+ft. i(EflE^1!fe*l!:#U-C 0.05—0. 5lt%©»Jt-ejS!^7TS'^ 

6 



WO 2004/088317 PCT/JP2004/004606 

£ b fctfrti b < „ 17%£JIT3&S#K:»* bV\, 

^ P H7, ->>-««iftpH7asj!^b;h,5o itSter ? y ^te_bfBfg 1 t*3H 

f± % 0. 5mg/niL«_h0.7mg/mLUtTt?ft)5o #!i;U*!Mt£T ^ / #£1$ 1 t£M 

0%tttti«<tv\ dttb^WISI* O0tflc*fctt4&3£ttr 5 J m<Dm--£ bv^ 

&f± % ±|B^*^K^^fe^S*J^^^^^tb^tbOf^^<D^*Jt^b^ 

-e-u* b m«#iR^i-nw! <tv\> i ~4$rnt£\<\ mMvu&zm^ 

3tejB»b3ES5W0G©3te. 09*.^ ol3t400~2400nnu 0* b < tt550~800nm©jftS 
<D#£HaitU R3te*^Xtttfca*03fi^^*^WbTfi#:tfc^O^O@ 

S500 775^^^ «E S ttSU ^> <*fe) ©TBA-200FR g i^IXtJ5 p & 

l^f^0f©BS:7l7O^gl^^5>«fSiE#S^fflv^"C^TJ&5 - i:7)ST#5o 
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^ ^ commit £.z>mj£i$.e>^W}&mm^, ± 

isa) -e$j^bfci!:£m-o 

ELISA (^^if-f A • y ]^ . ^ A 7 — y/W<^ h • T s/"W : Enzyme Link 
ed Immuno-Sorbent Assay) fete, ^iW-^WMxmM U Wttfifc t^-g-T Z>mW 

mm) *tkm-tz>Jjmx»fo<o . ^^^n^ew^^tti^^ lt, mi^^s: 

^ttli-^^W^t UTJk< JBV^ibfr-CV^o ELISAfefi, JffilJ&itf* £ f 5 ^Cil 

<fo <5o 

ELisA^T?fi, — m*)Ktfy ?v—i-si'fofctifrfe^y?T3—-r/i']jiVEm±, 

£^i:&o-cv^ C r4ft^^ni^tVA^Ay7j/-fe'i'j , i989^n^ 
i5 0jjc:mfc^iiiA3§*T] o 

ELISAfe^jSV^Tte, ilS 1 ft=^<0 mmtfcfr— i ^H^fctBiC— 1 3HP«>«W 

ringle4^P?{in^^t)agL«3t^^b, typeia> btypelO^ -COlOtD^ft 5 ^ 

•'l':7 P ^5H!I£*l>Tl^<5o :©H> kringle4 type 1*5 J;t^type3^^typelO» N 

MT<^apo(a)^*5V>T— ofctt^^t-^O^^I-bT, kringle4 type2f*apo (a) ft 

8 



WO 2004/088317 PCT/JP2004/004606 

t>%>, V ^nf^f ^O^^M^»^V>^«kS^^S<^SVMi^e>kringle4 type2 
^l&^L-ifckljgigL-Cl^o ^©#kringle4(D^-^-r-7 P (^^«9^L^:^b, EL 
ISA^l^Ty #^n^^(a)&SIS-f-5i§-g\ kringle 4 type 2l^f§^ 

V^Cl t ^r^i-(Clin Chem 1995 ; 41 : 245-255) 0 £fc, ^ft § ^ >f 

^B$#L#:£: UTkringle4 typel^o J; TJ ? kringle4 type3^ b lOtf^T^^ £ 3jg«g- b 

l *HF©H*Bfltfi;#— l #^g>#lDK— 1 &*<DMm&ftb ^ 5 
5£>T:\ ft^-W-tiLX'tDmfe&BSmfctjtZ. kringle4&^© K*>f 

tS^^h^tfcott, apo(a)«f»t^ If T^StIM**"* 

VMT^V^ ^S&WfcSSV^T, P #7"cz >( a ) Sr#^HM!fc-CS|jE 

SHMfc r ©«t 5 K l ^©Hffi-fbStfr— l ^^fetm— l &*<owm&fo 

^V>5^^J5fe3t-#-5##T?fi 1 ^tL5ELISAtr*i-t-o ^ <£> <fc 5 frELISA^ Lt^i 
ffs Clin Chem 1995;41:246-255 KHB*&<Z>ELISAtfS^tf bthZ 0 £ <D «fc 5 &ELISA 

0. 97£*_L. L< te0.98.£/._L % $ U< tt0.99£i_hT?fe5 o 

^j£ffiSr#fejh/5$&aEJt;»fe£ IFCC (International Federation of Clinic 
al Chemistry and Laboratory Mdeicine, Via Carlo Farini 81, 20159 Milano, 
Italy) \C£ «9lgtiE£*Lfcy #^P7^ Wa) ©SUgfeSt (PRM; IFCC proposed 
reference material) SrlWi LT±SlHj:&ig?&l£K: «fc «9 JkWMR:^ bfc <D 
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fe(ELISA) 

felt h y ^^nx^^Ca)^-^^^^ ^ n-^-^f^m^^ bfc 0 

^<Dftwcmmm\z&\,^x, &2pim*<o&ft<Dmm£& : eti : etimo.^ o.4 N o. 

5, 0. 7mg/mL^*S i 5 fclWUKb, B2^^iLfc D ffc 1 W3g£ LTO. IMONaCI 
£> £11*0. 05Mtf>EDTA, 1%<DBSA N #4£#IKJ&<0III3K«: g ftj £ UTIES n 

16. 7%-X?fcofc: 0 

hjfl?f &20$|#:JB^fCo 20^#r^> t^I^B, S1 N S3, S4*5 J: X$S5<D t> <D 
;ft^;ft4^#:ToJSl>fc (Technoclone^hJ; 9 A¥) o 
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Sfctfj^ fcb2>>C«>fE*n$l^<Z>^S^ (Technoclone*±£ U A^) ^^Ut 

V^^E-/ ^ ^/HftftrJiClin Chem 1995;41:246-255 {dfB^^^fetC J: 9 A# 

^fyo^^ ^(a)^E-/ ^ n— ^-y^^: (kringle4 type2(C^^-f-§ ^ x kringle t 
ypel:}3£mype3;$^10{£te^bfrV^/ ^ n—T/U^m £0.5/zg/well-e@ 
fMbbfd (0. 1M m%mtr V V V^mWifepUV-G* 5 Mg/mLtf^ffc^&lOOjuL* 
xMCAtll HfF B m^T*3*#bfc^ — ^4^^^ ^a"*— h) o PBS pH7.4 
&m^XV x-^'k 3 [Hj$5fcif»-U. 30g/L<DBSA^-^tfPBS300/iL^r^^7V(cAtt 1 B# 
BB^iI.T?^ h L/p -/^^-SrfTofCo :/n v *l/<>f'4k, PBS pH7. 4 

^fflV^T^^/V^ 3I13^#-U^^ai^^iCBUlB^#:?rlOOMLmJPb, 1 B#^28°C 
-e^^b^o ^frfilg/L BSA S 0. 5mL/L Tween 20Sr^"tf PBS^ffl V^5t 

H#^bfc 0 PBS pH7.4^ffiV^T«>ai/V§r3llI^b, HRP-^fSs bfc#C I: h U *° 
^nf^ ^(a)^ / ^ n-t;^fr (kringle4 type2^^0kringle4 4 l^K 
^^lOO^L^Pb, 1 0#Fpl28°C-e^#bfc o ^<D^ OPD*5j;t^H 2 0 2 

^r^jDb, SS&KJ&St^tV^ 15^-m^lmol/L M^lOO/* LSr^iP bS/££#lk b 
fdo ^^Jt#^j^^c0495nra^^ott?)®^^^SiJ^bfc:o :<^1 g£3fc*^£> 

jg*. M2^m xi P<0$KWmfefi^. 3mg/mL*5 XXfO. 4mg/mL<DnMfc £ %MfeX*fe, 
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16:^^5 i £ a* -srtrcfcs - £ &tfm bfc„ 
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-efc 5ff ^ 1 lE^O^feo 

3 . ^P^S^#:*^^Mfe^:#:M^&B#^KJ^^ ,: f :I ^-*3V^T0. 16mg/mL£*_h0. 

ft%6JlJt-C*)5ff^^l d>k 3 m^ft#> l ^-IB^o^lfeo 
EJt Jb 1 7M*% ^ T Tffc § If ?fc*K 4 flBtt <£> ^fec 

(DRfomm * ©KtffrfiflSO. 16mg/mL£A_h £ ft 3 #7c ft <D y ^ o ^-f V (a) ^*J"T 
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